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ffMti* 



$e>(ci¥b<«, -is&: (i) 



15 7uZ9>f7>i?>E 2 (PGE 2 £B§iBT5. ) tt, 7?*Y>m%M 

SiJLT4O*0, "ttl^tl. EP P EP r EP 3 , EP 4 tP?tfnTViS 
(Negishi M. et. al, J. lipid Mediators Cell Signaling 12, 379-391 (1995) ) . 



O 




i 



WO 02/24647 



PCT/JPOl/08176 



EP 4 Sf#tt, TNF-ol4iH, I L- 1 0g£if3£KlM4LT^3 

tot, EP 4 g^^<^T^>^#/^ EP 4 g^#:f^i!i^ (7rf 
^Xh) tVX, nam, ^TS^&WagT^lL #»J&5E, Mil, 

5 mmm&, mmm. m&mmmmmmm, mm. im, 
t?d77-«« xt^jv (stm) ^§> iiiMHM, mm 

(ALS) , ^fgffi^fc^, ^x-^U>j£«», WtR»«Ja- 

a <DftW.&£zs/%tc\zn\z^%i:*$>Z)tm7L e>nTns. EP 4 

i ) MMET£ft, 

20 2) (MA«, ^Jl/Dn^n-f W 

«H3tJitt#a«ffi, H£f§SBtt#&&S^ ^AU>WBtt#ffl*ffi, %M 
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&&mt<D#mfc aih**£©##j& #*6S£«&©# 
*fc, ep jt&wmmmote^fomwmmftm&mh* ep 4 §^ 

EP JzMftmzM&TZik&mfe, EP x fcJ:*i:#>t&n*Jttif, EP 2 

«fc § s na^sraaaftMB , e p 3 k «fc & 6 ns^siRiSff^ffl* 
io ntus. 

(A) MBS 52-5764 #W«fflSK:tt» HKSS (A) 



(3^ R 1A «aii«*7c«^^©^fpa&5^«^M(Di~i OM© 

15 ^I§K^^7j<^ST$.oT, OT©a) ~ f ) ©S}c£^T«g|£n 
T%ck< : 

b) 7x^y^l (Zin«-enS#l'-3fi©^3fim : ?*Wr<6*^fc < k 
^>*^$tl7t7xy^^S*^Vittl~4fi©^^^Wr^7;Vn 



o 




2A 



(A) 



OH 
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f) 7i"Jl/-, ^x-;i/-ab^>^«7U;^S (dne>^tig#l~3 

(B) 52-133975 (B) 



20 R 1B «1~1 0fflOJR*®^&^-r5Effi«*fc«:^tt«[«TfiasBi 



o 




(B) 



OH 
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b) #&fc«k D AO^>BSl$ft& 1 ~~3ffi<DM%m = ?&%T%7)}'*)V& 
tlT fe «fc 7 x / * yl, 

c ) «^fc«t d AD$*>«&£nfc i ^ 3tt©ft*ac? *5rr*7;^;wfe, 
Apy>s^*fc«i~40cD^®^*w-rsr;u3^'>SK:«fcD^ng 

d) h U 7MD^^l/S^fc!K>^7Mnx5 1 jH, 

e) 3~7i©MiHfW§y^n7WI, 

f ) »^fc«kDAP^>BSi$nfci~3ffl©^*® : ?*^r-rs7;p+;i/S, 
15 Apy>js^sfctti~4^©K*®^s^rrs7;i/3+2/SK«tD-€-ng 

20 m?z^mmim4k7kmmz&t>Ti!)\ &zwtR 13 . r s \ a b , b b 
&£xtnB&*:n j enmm\z7}imm^ n-^y^-jvm, -ch 2 -ch 2 - 

25 ^x;p*&fi7;i/*xji/g»5 v>« 7 «7c« 8 ocD^KUg^^^rr 
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(C) »HBB 53-21159 -«5£ (C) 

O 

Q c 

(C) 

Q c S-COOR\ xh^y-;i/-5--f;i/^ck^-CONHR 4 

10 m&£tc\t h y >x-a^r^ 9 ; U c te 

K \h **« Hc/\ 

T&D, R 2c tta-5=-X-;K 7iZJK 7i;^X tytil7x^* 

R 4C tt-COR 5C ^=t^-S0 2 R sc ^&^?)P=tDil^n, R 6C tt7x 

(D) #W8 54-54166 -WCtt, -JR* (D) 
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o 

/CH2A D (CH2)3C0 2 R D 




^(CH^dR 20 (D) 
HO' R 1D 



(5^ a d «ch=ch &zhb<foh7>z) , c=c£&«ch 2 c 

R D teH> C 1 ~C ia ©n-7\>Mr;k ^7WbU<tty^D7M 

R 1D teH, CH 3 %>L<«C 2 H 5 T?»D ; R 2 °ttCH 3 , CF 3> 7x"j« 

#*F, CI, CH 3 , OCH 3 , NO^i^CFj^e&SP^Ilin ; 
nDH R 2D ^CH3feL<»CF 3 Ta5§i:^«3~8©S^:, £7c«R 2D 
10 A«7x-;i/t>U<ttTO$nfc7x-;i/T*ai:#tt0'-2©iEi!c'T?*5. ) 



(i) £#&tt#©7-fe5; 



1^ 



(ii) 4#JMt#©3^ffittffl^», fclXtt 

(iii) ¥-<WteWfc«»&i£fl«tttf: 

15 ) T5S£ft58-7-tf- 1 6, 16- 

V7)V-*)),- 1 , 5 2 - tf D U F >»i»#3&«AM*fctt»«©1l 

* Elfcttfa 6 & £ ftT£ &t\ n ft 6 c7Mt-&#tf>*+J-:7*^ -f -5 E 
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£fc> dne>©Xi»fc:tt, 8-71f:/OX*^7>^>Bf&##EP 4 g& 
#£||fc>3£tU -r^to-felWHJI* (fK3l«ttfl!llS«^jE (ALS) , M 

MJ&%, AMIS. fH»#, fcttlfflk IKfe, ffijftjE. ifii, £ 

Xt^JV (Still) m. £#&f*l3m 2u 

* jLtBT ^ < &M®m v en -pssnss-Tf^D 

15 fco 

1. (I) 



20 




(I) 



R^iTKBSS. Cl~47JVn^^l, NHS0 2 -C1~47M 
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tt5. ) 

2 . {t&mw, 

(1) ± (R, S) -7- (2- ( (IE) -3-kKD^>-4, 4-zSy 
Mo-4-7i-JI/-l-^f^) - 5 -xf-^VtfnUiV) A^> 

io t-^;nxf;i/, 

(2) ± (R, R) -7- (2- ( (IE) -3-kHP^>-4, 4-S?7 
MP-4-7x-JP-l-^f-JW v7) s\-?$> 

(3) ± (R, S) -7- (2- ( (IE) -3-tFD + y-4-7x'JP 

15 -4, 4->*:7;m-d- i -5-^vtfpy^y) A7^> 

(4) ± (R, R) -7 - (2- ( (IE) -3-th'D+y-4-7x-JP 

-4, 4-i??)i*u- i-y*r-)V) -5-^vtrnuiV) 

20 (5) ± (R, S) -7- (2 - ( (IE) - 3 - fc Ha+y- 4 - 7i-^ 

(6) ± (R, R) -7- (2- ( (IE) -3-th'D+y-4-7x-JV 
-1-7t^) ^\7°^>m, 

(7) ± (R, S) -7- (2- ( (IE) -3-kFo+y-4-7x-;V 

25 -i-y^-M -s-^vtrnusv) ^y^>m- ;>wux7Wk 

(8) + (R, R) -7- (2- ( (IE) -3-hHn^y-4-7xZ^ 
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(9) ± (R, S) — N— (*5P;i/7Jl/*-;W [7- (2- ( (IE) -3 
-bh*D^>-4-7i-Jl'-l-^f-JW A 

5 (10) ± (R, R) -N- [7 - (2- ( (IE) - 3 

-kHD^>-4-7xr;i/-i-^f-;w - s-^y ifpusv) ^\ 

(11) ± (R, R) -7x-;i/ [2- ( (IE) -3-tHD^>-4-7i 
-Jl/-l-7*f-JW -5-t^Vl^niJy;A7"^MS F] , 
10 (12) ± (R, S) -7x-Jk [2- ( (IE) - 3-th'D+y-4-7x 
-)V-l-yr~)V) -S-WKDiJ^^WSH] , 

(13) ± (S, R) — 7 — (2 — (3-kKD^>-4-7x-JV7*5 : ;i/) - 

(14) ± (S, S) - 7- (2- (3-hFD^>-4-7x-;V7*5 i ;0 - 
15 5-:t*7fc?oySV) ^\7^>m, 

(15) 7- (2- (3-tFD^>-4- (ft7x>-2-fJl/) 

-5-**vtfDU5V) ^>i-xf;n7T)K 

(16) 7- (2- ( (IE) -3-fcFD3r>>-4- (2-^X"Jl>) - 1 - 

^t-;w -s-^ytfpusv) - (5Z) -Ayf^-x^xx 

20 7\>U 

25 mim. w&&k* gttaiw^fei, raw. 
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& ?^D77-«« Xf^Pi (Still) ^ £ 

ya^, awbff**, pft&» mmmw&tz\tik.i&mT'&z>m 
5 5. ftmmmtf, mmmmmmitm (als) , zzmmafes vx-^ 

6. #«ffiTSi**«, 1) JKfttt#&*& (Jra^{-#5^tt#a^, ES 

^> A/tu>«f56tt#a»si, ^Mmmm^^mm 

7. #3?«©ftJtfofe*&tt#©¥«ft®#J&& (#&ttfc0#7l£j& AIM 

{EMJTfc&ffiH 3 BEtt©#^ffiJiSO. 

8. WIBllBlftO-jRS (I) TTrSnsft^, 

20 6©^^Dx^hU>^^t/^ffl^§^t^#^i:T§, TNF-a 

9. ffiBita*©— «a (i) Tsssns-ffr&ft, *©#*te*ft*fc«-€-n 

6©^Dx+^hU>fiSKb'&teSffl^5C:tSW«fc"r*, TNF-a 

25 

5SE©l¥»HfclB93 
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(I) R l C \~47)Vn*r>>&t\t, * h*>\ Xh 

-HR5S; (I) R 1 ^iWNHS0 2 -Cl~47JWHtH 

x^;i/7.;i/7j>-;i/75/, :/Dtr;i/x;i/*x;i/75y\ 

(I) A^«t)T^>if>^ck^^7x>^ £(Dft 

ttAtof, 7;i/^x;k t;^x;k 7)U^u>m\z\mmoh(D 

ft (E, Z, yX, N^>X#:) , ^i©MfiaSSM (R, S 
15 fPJtC^nSo 



"X 
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A) ~P) #A.fck &mm 57-54166 

A) ± (R, S) -7- (2- ( (IE) -3-bFD*5>-4, 4-v 5 
10 7MD-4-7x-;|/-l-^f-JW -5-^7tfoUSV) 



(CAS No. 82303-07-9) , 

B) ± (R, R) -7- (2- ( (IE) -3-fcHD^>-4, 4~z? 
15 7Jl/^P-4-7x-;i/- 1 -yx-JW - 5-^-^vtfDU^y) 
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(CASNoyRJ) , 

C) ± (R, S) -7- (2- ( (IE) -3-hHD^>-4-7x- 
JV-4, 4-v7MD-l-^f-iW A 7^ 



o 



5 




(CAS No. 82303-08-0) * 
D) ± (R, R) -7- (2- ( (IE) - 3-tHD+y-4-7x- 



o 



10 




(CASNo.^FBJ) ifiMmZtlT&t)* 
53-21159 ^\Z\t, 

E) ± (R, S) -7- (2- ( (IE) -3-tFD^>-4-7x^ 



15 
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(CAS No. 66598-57-0) , 

F) ± (R, R) -7- (2- ( (IE) - 3-tFo^y-4-7x" 

)V- 1 -5-^vtfou^y) A7*^>t 




5 (CAS No. 66598-69-4) , 

G) ± (R, S) -7- (2- ( (IE) -3-kFD+y-4-7x- 




(CAS No. 66598-56-9) , 
10 H) ± (R, R) -7- (2- ( (IE) - 3-th'D^y-4-7i- 




(CAS No. 66598-68-3) , 

I) ± (R, S) — N— (*?-)VX)l*=L)l) [7- (2- ( (IE) - 
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3-kFo + y-4-7i-^- 1 -?t--M - 5 -Hr^V tfD U *J J ) 




(CAS No. 66598-67-2) , 
5 J) ± (R, R) -N- [7- (2- ( (IE) - 

3 - 1 H D+S/- 4 - 7i-JV- 1 - 7"f-;W -5-rt+VbfCMJvV) 




(CAS No. 66598-74-1) , 
10 K) ± (R, R) -7x-JP [2- ( (IE) - 3-tHD^-4-7 




(CAS No. 66598-73-0) (CAS Registry T«7xZjP7 ^ H tfc^T^Ztf, 
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L) ± (R, S) -7i-JP [2- ( (IE) -3-kFD^>-4-7 

o o 




(CAS No. 66598-66-1) ( K) tWiU) > 
M) ± (S, R) — 7 — (2— (3-tFD^>-4-7x^fj|/) 




(CAS No. 66598-64-9) , 
10 N) ± (S, S) -7- (2- (3-hFn+J/-4-7x^7*fJ0 




(CAS No. 66598-72-9) tl^ft^WH^^ tlT& X) , 

52-133975 



17 



WO 02/24647 



PCT/JPOl/08176 



O) 7- (2- (3-fcFn**>-4- (f*7i>-2-<;W 




(CAS No. 65470-34-0) T^$nSMdi||^$nT* !3 , 
5 ftfflm 52-5764 ^EJBWfcfck 

P) 7 — ( 2 — ( (IE) -3-fcKD**>-4- (2-fX-Jl/) -1 
-?J--)V) -5-^VtfDUvy) - (5Z) -^^x>B& • X^;i/X 



O 




10 (CAS No. 62401-45-0) T^£ft5ft^#|i7K£nW5. 

tsetse £#Tfrs. trie l ittt&mvkM & <d «, ifc^snsft^ 
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nwsix, 13-1 4fi0^tLTttf^, -m%j&m*-fn%& 

Aft«Wb^i:LTlt MiBLfcA) ~P) XBIsnZfc&mm&L 
5 "[£] 

-iRS (i) T?^*ns*fg^K:ffl^e)n«^«itt, ^»©^t»t*» 
#m&M£VT\z, 7Mv&mm> 7Mv±m&mm> 7>^-^a 
io mtm&<Dfc\,\ fcm&vhmm&v^o mmw&tvx^ 7)vttv 

Ttt, 0!l*fc£&lt&, JMb^cmtt, 3^««m, &nt& u>sts. 
£x>ksl **>*;i/5fc>Bti£, jl?>X)]/*>MM. ^>-fef>7JMN> 

«fc 5 tzfflmm&mvf s n* . 
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5 h u x »«^ti^ne»o«g-&«*ffiViT, 50-3362 , pi 52-31404 

^r£tc\$ m 61-52146 ^^|B«©^^Vi§^i{c<tD'>^Ox^X 

10 [*%w\zm^t>nztt,&V!i<DMmmm 

^£ti£® o> pge a g&#©u-:/*<f yea* e p 4 %.®mm< *g<&u 

#5£WK:flJv>£{b^»#E P 4 5MF#fc»*#o»ftWfc»&U E P 4 g 

X^tb (Sugimoto) 6 (J. Biol. Chem. 262, 6463-6466 (1992) ) fC^P 

ex. :/px*/< Fv-fe^— ct^xep^ ep 2 , EP 3a 
20 *5itXEP 4 ) s-€-n^n*aufccHo«iiia*wiii/, MtLL 

M(l>fdgiIIj# (Oimg/ml) , 3 H-PGE 2 £^tf£j« (2 0 0 # 
1) 1 B#fUH Ha^-hUc, KJfc&kWy7T~ (3ml) 

T#lhU>Mi£T^l5mbT^bfc 3 H-PGE 2 ^^^X7^;^-(G 

25 Kdli Bmax Mteu Scatchard plots frZM&fc. [Ann. N. Y. Acad. Sci. 51, 

660 (1949) ]» #&mmife&\zmfflm (2.5 nu) mmm? ge 2 (d#^tt 
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gftmowmt. 3 h-pge 2 (2.5nM) *«k xfttzmizm^nz^m 

5 Ay7 7- : 1 0 mM U >Wt% U ^ A ( p H6.0) , ImM EDTA, 1 
OmM MgC 1 2 , 0.1M NaCl. 

Ki = IC 50 /(l+( [C] /Kd)) 




(CAS No. 66598-57-0) T^tl^fc-^ (IffBbfcfc£«) OKilft 
EPi:>10, EP 2 :>10, EP 3 : >1 0, EP 4 : 0.0090 (uM) T 

h x> , £©fb£«E p ^mzmm\z^%t^» z ttm &^t&& 0 

15 EP4 ^gft7J-7 b^fe 

-v'tf^ (Nishigaki) (FEBSlett., 264,339-341 (1995)) K^PDT, 

20 2 4^x;i,T-r^Dyi/-htl 0 5 cells/weUT«Sb, 20P B 1ig«b»t 
&well ^MEM (minimum essential medium) 5 0 0 n 1 T#fc&Lfc 
^ 7"t-f 7 A (assay medium) (MEM containing lmmol/L IBMX,1 % 
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BSA) 4 5 3 7ttl0^>^— >3>Lfc. -to 

PGE 2 m *fe«^tli:K^^^^tf^5 0^ 1 £MU 

MJ5&£H1#}U 3 7t:tio«i;tfct, Mh'J^DDHi (io% 

w/v) 5 0 0 /il »JPbT^JiS^^±$-&/Co 1 ®$>m (- 8 

5 0"C) , mm*ft-fritc'&, ^^K/Vlr»&^U 13,000 r pmT 3 
^F^i>^llbT#e»tl^±m^fflViT, C AMP7-tM*y b (assay kit) 

AMPTt^^yb (assay kit) (Amersham #§3) 0Ay7 7- (buffer) £ 
0 0 m 1 £U ^n$0.5mol/L HJ - n -^^SU-T 5 > (tri- 
10 n-octylamine) OZ? U Pa|yJPAigjft 1 m 1 tMftiL, 9 D UzM/Alif© h U 

^aDM£Efc£L-fc©-^ 7kM&D->7))/tVT [ 12? I ] cAMP7t< 
+ 7b (assaykit) K:f3f<£nTV>S#&fcJ©i;, it^^l/t© c AMPM 

£43, M^b^<£>7rf~XM1^ (EC 50 i)(l PGE 2 »Ol^C 
15 «£l 0 0%i:bfc<h#©5 0%<Dc AMPg£fEJl£#£t}U EC 50 fI 

<ht7co f^mi^-raoT^ *mwizm^*>nz>ik&m^ ep 4 



H 1 





EP 4 7zf~7> h^ffi 
EC R0 (uM) 


E 


0. 5 



TNF-agg£j«5ft 
20 TBommz J; D L P SillCiSTNF- a ^^W^T 3f£ffl £ffitl8 

SD^ittt^y h£JBV>T, LPS (10/ig/2ml/kg) £HM 
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htco ELISA+^h (RatTNF-a Immunoassay kit, Biosource $t) 
UT, jWtOTNF-oiSSljtl/fc. #3B9ifc;Bv*£tt3ft£4&« v L 

*W"*jfil3l'f©TNF-o««*l 0 0%£UfcI$, TNF-aOlM5 

5 o x«nwr*««*^ss#« (id 50 ) tit KTKue*ftw*r. 



2 





ID 50 (wg/kg) 


E 


5 9 



Ostennan 6 <7^£ (inflamm. Res. 44, 258-263) KUpCTfr&S. lUffiD 
A/S 1 c%yy hSfflW, jgjgftj (W^<ynn7-^>0O.3%^ 

MI2HttftlKj80Httd>5 l 2 a i&&2 7 0 giTilt§„ *»9Hfe 
15 ^tt«t;W© 0.02mo l-/L*»ft^HU^A«Mftfc*#U fcSzKfcT 

tTMMlUa (i) 

6BSJ;D> *389Ht£to WtW 0.02mo I /L?mit 
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^Of^^*itt^M!£gl (XCT-9 6 0A, 7-^>hVXh 

5 #7^^{gjt^^ (ii) 

10 #iiifc£#&«&«l*rr3. 

(1) #M3»ff>%']% 

SmjUfc*IB&#£ 1 0S(!g«*;RiJ >»CT@£ft, IfliD 2 5m 

mv*i*7'v&&L* u>\±=L-^\zw^^ %mm*mmffimz&r)m 

15 St5o 

(2) &mm<pmk 

(1) Tffl^fcl cmrtJ©lJ->7>£OT;^ XW (^^07* 
-#*X&l£*TO5'XxAtf FX-1 0 0 0 (7^7^;^) ) 3 

20 £«U #^££^&3o 

Markel £> (j. Bone and Joint Surgery 73A, 914-923, 1991) \Z^U-Tfrt£. 

■5o G^ftBM'&o^-tffr/csK^zzm^ mmr^zx^mu(Dm 
25 ^>z.tx^mm^m^m^^zm^^^>o ^mmit^m\mBmn\z 
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zt-vwu&mm&rz. emmmz^zm&v, wiciiii^t 
mm 

10 mM±onm*im& 

(i) TKi*n&*mM\zm^zn%fc&mfep ge 2 %®fc<Dyry* 
$^y°EY> A ^mz%-?z>mGtim<. y^-x^tt^wirsfca^ 
mm mmmmmmim (als) , &%mHbm* *sx.-#u>mmm* 

m.ft'&mmm, mm\z&yj%mnnnmm, mmmmm^omm^^ 
m&m) . 2) -frmmmm (^n^^-f KMftii, to 
%%mmm^m.mm, mMmmm&m^ ^v>m^wum&. % 
20 m.MMm&ftnm^ m^^z&zw&m^ &&m®.mm. ty^y 
tf'Mmmzft?mmfc, u ^-^9H4#»^§o , 3) m 

^9uy 7 -^mhmm. ^^ov (stm) m. lumm. mm, ±%&m 
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10 -jrss (i) T^$ns*^t^vi6ns^®i, $fd«0>>^Df 

0.1<tg^51 0mg©«HT?-H-ia*>6ftia#ttPa# (»*b<tt, & 
Tft£#) £ft&#\ £7c«-B 1 l*M^5 2 4B#lffl©ttHTl!!Hrartfcjeifc 
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>x?K >f)Vn-^ tl«D+s/ynifM^D-^, flttSS-fe;VD-x, 

WJ> WJ©i5WI, tmflk a*^J, ^»J, BMMfflS^UT 
20 fc«J:V>. 

£PK#©&»©*©<fi©faj&»£ btfl tt£oi:&**tnEUr©i&£ 

25 Vitt^X>K©«k5^!8»J*«&WbTViTfe«tlr5. 7>7°l/-^J©^jg^?* 
tt, M&tf*OttffMg 2,868,691 *M3«kOTS£ 3,095,355 *W«B»t»l/< 13 
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mm. Awwsfifrr*. *tto»«aBi, jwatuTtt, 

0 

^o<fc"5^ffl^<»ri, mm. %<m. imrn. sfeSflsw, 

ggjfli i 

20 tt/jfc»&**r *«sw i o o ^^#fc. 

•± (R, S) -2- ( (IE) -3-kFD^y-4-7i^-l-y 

U > 2 5 Omg 

(^T*5 Omg) 

25 • A^^^^^Hr^D— ^ *;p->C7A 2 0 Omg 

•Xf7'J>iT^>^ lOOmg 
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• ft«SSir;i/n-^ 9. 2g 

5 lfW7M3«U tS};J;D«j|l, 1/Hmo.2mg0« 

• ± (R, S) -2- ( (IE) -3-kFD^>-4-7x-JV-l-^ 

U> 1 0 Omg 

10 (tti2 0mg) 

• h 2 0 Omg 

• &g7fc 100ml 



29 



WO 02/24647 



PCT/JP01/08176 



Mr <d is m 




(i) 



5 (iSeK RHiTKmS, Cl~47iV3^^1, NHS0 2 -Cl~47Jl/=lr 
10 ) 

15 (1) ± (R, S) -7- (2- ( (IE) -3-tHO + ->-4, 4-^7 

MD-4-7i^l/-l-7r-JW - s-^ytrnusv) 

(2) ± (R, R) -7 - (2- ( (IE) -3-tFn+->-4, 4-^7 
MD-4-7x-jl/-l-7*T^W -5-^ytfou^y) ^\7°^> 

20 tt- t-^XXf^K 

(3) ± (R, S) -7- (2- ( (IE) -3-kFo^y-4-7xZJV 
-4, 4-^7Ma-l-7*f-iW -5-^ytfDU^y) ^7°^> 
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(4) + (R, R) -7- (2- ( (IE) -3-tHn^>-4-7x-Jl/ 

-4, 4-v7Jl/tn - 1 -s-a-^yeausv) ^\y^> 



10 



15 



20 



25 



(5) ± (R, S) 

(6) ± (R, R) 

-i-7x~;u) 

(7) ± (R, S) 

- 1 

(8) ± (R, R) 
- 1 

(9) ± (R, S) 

(10) ± (R, R) 



7- (2- ( (IE) -3-tFD+i/-4-7x-J^ 

7- (2- ( (IE) -3-kh*D^->-4-7i^ 

7- (2- ( (IE) -3-tFD+y-4-7x"^ 
5-^VlfPUiV) A7°^>i^^XXrJk 
7- (2- ( (IE) -3-kFn^>-4-7xZJV 

5-:t*7t!Dy>v) ^\y^>m- ^^;i/xt>^;k 

N- (*?-)V7,)V*~)V) [7- (2- ( (IE) -3 
•7x^-l-7f-JW - 5 -xf-^V tfD'J>V) ^\ 



N- (^^l/TUPfe;!,) [7- (2- ( (IE) -3 
-tHD^7-4-7i^-l-7T^W -S-rt^VtfnUvV) ^\ 

(11) ± (R, R) -7i^ [2- ( (IE) -3-bFD + y-4-7x 

-;v-i-7r-ji/) - F] , 

(12) ± (R, S) -7x~;i/ [2- ( (IE) -3-tFD+y-4-7x 

(13) ± (S, R) -7- (2- (3-hFD^y-4-7xn^JW - 
5-^VtfU'J^y) ^7°7>^ 

(14) ± (S, S) -7 - (2 - (3-tFo^y-4-7x-JV7?JW - 
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(15) 7- (2- (3-kHD+y-4- (ft7i>-2-f;W 

(16) 7- (2- ( (IE) -3-tHD^>-4- (2 -^xnjl/) -1- 

^f-JW -5-^vtfnu^y) - (5Z) -^y^>^-x^xx 

3 . tt^©tSH 1 iE*£©E P 4 §t^il$f^l^tUTtft§, & 

io 4. £3££&, m&t^il nmmmm. mmm, mm 

m, T^D77-^ttM^s, xt^jh (stm) m. )\\mm, mm, £ 
mm&*m&, #u->m> mmmom^bti^ysk^ # 

15 Hg*£, ->ay^ ffifttftt*. MM^fe^Jfii^T^^tt 
#©fgB 3 EfccDteftfcitf/fsfctt^Rffil. 

5. mmmmmmm (als) > ^»tt«ft«, ~>x- 

6. #«6T£*J&1, HCISttitMi^ x^tt#ffi»ffi, S# 

25 

7 . #^©#^^fc«#©^M©#^©^»JT^ sai ^©IBH 
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8. mikvmw i &n<DHB& (i) Tssns^*, 

9. If *©I5H 1 B«©HR* (I) T^£n$te£tl> 
NF-alWIJ. 



33 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/08176 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D207/26, A61K31/4015, A61P43/00, 37/06, 11/06, 3/14, 25/00, 11/00, 

1/16, 13/12, 9/12, 9/10, 29/00, 31/04, 7/00, 1/04, 1/02, 25/20, 7/02, 

21/00, 29/00, A61K47/40 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 C07D207/26, A61K31/4015, A61K47/40 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA (STN) , REGISTRY (STN) , WPIDS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 52-5764 A (Hoechst Aktiengesellschaf t) , 
17 January, 1977 (17.01.77), 
Claims; page 27 
& GB 1553595 A 

JP 52-133975 A (Hoechst Aktiengesellschaf t) , 
09. November, 1977 (09.11.77), 
Claims; page 23 
& GB 1583163 A 

JP 53-21159 A (Pfizer Inc.), 
27 February, 1978 (27.02.78), 
Claims? page 14 

Sc GB 1556569 A & GB 1556570 A 

JP 57-54166 A (E.I. du Pont de Nemours and Company), 
31 March, 1982 (31.03.82),- 
Claims; page 13 
& EP 46082 A 



1-4 



1-4 



1-4 



1-4 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A* document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

"L* document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

u O n document referring to an oral disclosure, use, exhibition or other 



"P" document published prior to the international filing date but later 
than the priority date claimed 



T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
15 October, 2001 (15.10.01) 



Date of mailing of the international search report 
23 October, 2001 (23.10.01) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/08176 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No, 



JP 2001-233792 A (Pfizer Products Inc.), 
28 August, 2001 (28.08.01), 
Claims 3, 11 
& EP 1132086 A 

JP 10-265454 A (Ono Pharmaceutical Co., Ltd.), 
06 October, 1998 (06.10.98), 
the whole document 
& EP 855389 A 



1-4 



1-7,9 



FormPCT/ISA/210 (continuation of second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/08176 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

I. K| Claims Nos.: 8 

because they relate to subject matter not required to be searched by this Authority, namely: 

It pertains to "methods for treatment of the human body by surgery 
or therapy" as specified in Rule 39.1 (iv) of the Regulations under the PCT. 



2. Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. I | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee, 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 
I I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



BffiltUM* PCT/JP01/08176 



a. %m<om-tz&&o>&m «#fF&s (ipoj 

Int cl 7 C07D207/26, A61K31/4015, A61P43/00, 37/06, 1 1/06, 
3/14, 2 5/00, 1 1/00, 1/1 6, 1 3/1 2, 9/1 2, 9/1 0. 2 9/00, 31/04, 7/0 
0, 1/04, 1/02, 2 5/20, 7/0 2, 2 1/00, 29/00, A61K47/40 



ME*ffofc**«ttB (BMWHFdfBl (IPC) ) 

Int cl 7 CO 7D 2 0 7/2 6, A6 1K3 1/4 0 1 5, A6 1 K4 7/4 0 



CA (STN) , REGISTRY (STN) , WPIDS (STN) 



3IJB£gR© 



ffcft©gKH©## 



X 



JP 52-5 764 A (^r* h • T9^~ 

h).l 7. 1^. 1 977 (17. 0 1. 7 7) #fFijf3fccDOT, 

p27 &GB 1553595 A 

JP 52-133975 A h • 7^f-x^VJ/ 

t7b)9. ll£. 1 9 77 (0 9. 1 1. 7 7) JfrfFtit^©^ 
p 2 3 & GB 1583163 A 



1-4 



&© 

TEJ B»ffljBte*i}©ffiJB*fctt#fK-fc5;^ fn^mssB 
roj nnic^sH^ mm. m^^mR-r^x^ ■ 



©ajS©fc*fc3iflW-5 to 
©^ttxttSKHfep*^ fc bit* t o 



HWPHEtsrrLfcH 



15. 10. 0 1 



BRPl£ttfr©£3£B 



23.10.01 



H*H#fFJT (I SA/JP) 
100-8915 



4P 



8 6 15 



■§■ 03-3581-1101 3492 



KPCT/ISA/2 1.0 (12^) (1 9 98¥7^) 



B&tHM## PCT/JP01/08176 



C . 



P> X 



JP 5 3-2 1 1 5 9 A (77'ff- • -f^-jtfl— 
K)2 7. 2£. 1 9 78 (2 7. 0 2. 7 8) #fFi»*O^H, 
pl4 & GB 1556569 A & GB 155657 
0 A 

JP 57-54166 A <*f— • • T ^ • aKV- • * 
^•7VK'*y/<»-)3 1. 3J. 1 9 8 2 (3 1. 0 
3. 8 2) #fFW^©|5ffl> p 1 3 & EP 46082 A 

JP 20 0 1-2 3 3 79 2 A (yy^f— • "fuffy • 4 
^)28. 8£. 2001 (28. 08. 0 1) #ffFft3fc©$&ffl 
©11^3^11 & EP 1132086 A 



1-4 



1-4 



1-4 



JP 10-265454 
n. 1 9 9 8 (0 6. 1 0. 
8 9 A 



a omm&xmw^m 6.10 

9 8) JcW&ft & EP 8 5 5 3 



1-7,9 



«*PCT/ISA/2 10 (%2<<-V<OM%) (1 9 9 8^7^) 



m\%mm&% pct/jpoi/0 8 176 



gift »*g>gBO-<W>iHEa»-T»t 3ft* & Soft* (%!-<— 2 ©i®£) 

i£|g8*Sg3« (PCT1 7&(2)(a)) ©«£££>). £0BmPHMtt3ft«>9*£J: DR*©«H©-*HCoVvC{1s 



3. □ §f#<Z>S611 8\ ^ll*©l5HTfcorPCT^6.4(B)©*2iaW|l3S:oaftfc 



©&EKo^Tffr?£Lfc. 

*D^4¥&ifs)-©^#§r*«)*d>o fc. 
3. □ aS^d 5 ^gi&a6^5iS^^%-a©^UA^rartfc^L^A^o*:©-t?, ;i©H^£$8trt4, ¥lfcttft>tt 



4. □ W®A^l?^jgAPBia^&!^^»iWrt^^W-L*^ofc©T% i©Hglfi£gi£W:. »*©«5ffl©ftlSfcffitt 



«WPCT/I SA/2 1 0 (JSl^-^caai (1) ) (1 9 9 8#7J) 



